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Amendments to the Claims: 

Please enter the following claim amendments: 

1 . (Currently Amended) A compound of formula (I) 



Ar 1 CHCH 2 NHCR 4 R 5 (CH 2 ), 

OH 

or a salt, solvate, or physiologically functional derivative thereof, wherein: 
m is an integer of from 2 to 8; 

n is an integer of from 3 to 1 1 , pr e f e rab l y from 3 to 7 ; 

with the proviso that m + n is 5 to 19 , pr e f e rab l y from 5 to 12 ; 

R 1 is -XNR 6 C(0)NR 7 R 8 ; wherein 

X is selected from -(CH 2 ) P - and C 2 -6alkenylene; 

R 6 and R 8 are independently selected from hydrogen, Chalky! and 
C3-7cycloalkyl; wherein said Chalky! and C3-7 cycloalkyl moieties may 
optionally be substituted by -CO2H or 
-C0 2 (Ci-4)alkyl; 

R 7 is selected from hydrogen, Ci. 6 alkyl, C 3 -7cycloaIkyl, -C(0)R 9 , phenyl, 
naphthyl, hetaryl, and phenyl(d^alkyl)- and R 7 is optionally substituted by 1 
or 2 groups independently selected from halo, hydroxy, Ci^alkyl, C1. 
ehaloalkyl, alkoxy, -NHC(0)(C 1 . 6 alkyl), -S0 2 (Ci^alkyl), -S0 2 (phenyl), 
-C0 2 H, and -CC^C^alkyl) and CONR 10 R 11 ; 

R 9 is selected from Ci-ealkyI, C3-7cycloalkyl, -C0 2 H, C0 2 (Ci-4alkyl), phenyl, 
naphthyl, hetaryl, and phenyl(Ci^alkyl)- and R 9 is optionally substituted by 1 
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or 2 groups independently selected from halo, C^alkyl, Ci-ehaloalkyI, C1-6 
alkoxy, -NHC(0)(Ci^alkyl), -S0 2 (Ci^alkyl), -S0 2 (phenyl), -C0 2 H, and - 
C0 2 (C^alkyl); 

R 10 and R 11 each independently represent hydrogen, 
Ci^alkyl or C3-7 cycloalkyl, and 

p is an integer from 0 to 6 , pref e rably from 0 to A ; 

or R 1 is cyclised such that R 8 forms a bond with the phenyl ring to which R 1 is 
attached, via the ring carbon atom adjacent to R 1 , so as to form a moiety of 
the formula: 



R 2 is selected from hydrogen, Ci-ealkyI, Ci- 6 alkoxy, phenyl, halo, and 
Ci-6haloalkyl; 

R 3 is selected from hydrogen, hydroxy, d. 6 alkyl, halo, Ci- 6 alkoxy, phenyl, 
C^haloalkyl, and -S0 2 NR 12 R 13 ; 

wherein R 12 and R 13 are independently selected from hydrogen, Ci- 6 alkyl, 
C 3 -6cycloalkyl, phenyl, and phenyl (Ci-4alkyl), or R 12 and R 13 , together with 
the nitrogen to which they are bonded, form a 5-, 6-, or 7- membered nitrogen 
containing ring; 

and R 12 and R 13 are each optionally substituted by one or two groups selected 
from halo, Ci- 6 alkyl, and Ci^haloalkyl; 



,6 
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R 4 and R 5 are independently selected from hydrogen and Ci^alkyl with the 
proviso that the total number of carbon atoms in R 4 and R 5 is not more than 4; 

and Ar 1 is a group selected from 



R 15 




o 



(d) 

wherein R 14 represents hydrogen, halogen, -(CH 2 ) q OR 18 , -NR 18 C(0)R 19 , - 
NR 18 S0 2 R 19 , 

-S0 2 NR 18 R 19 , -NR 18 R 19 , -OC(0)R 20 or OC(0)NR 18 R 19 , 
and R 15 represents hydrogen, halogen or C1-4 alkyl; 

or R 14 represents -NHR 21 and R 15 and -NHR 21 together form a 5- or 6- 
membered heterocyclic ring; 

R 16 represents hydrogen, halogen, -OR 18 or-NR 18 R 19 ; 
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R 17 represents hydrogen, halogen, haloCM alkyl, -OR 18 , -NR 18 R 19 f - 
OC(0)R 20 or OC(0)NR 18 R 19 ; 

R 18 and R 19 each independently represents hydrogen or Cm alkyl, or in the 
groups 

-NR 18 R 19 , -S0 2 NR 18 R 19 and -OC(0)NR 18 R 19 , R 18 and R 19 independently 
represent hydrogen or Cm alkyl or together with the nitrogen atom to which 
they are attached form a 5-, 6- or 7- membered nitrogen-containing ring, 

R 20 represents an aryl ( e g ph e nyl or naphthy l ) group which may be 
unsubstituted or substituted by one or more substituents selected from 
halogen, Cm alkyl, 

hydroxy, Cm alkoxy or halo Cm alkyl; and 
q is zero or an integer from 1 to 4; 

provided that in the group (a) when R 14 represents -(CH 2 ) q OR 18 and q is 1, 
R 16 is not OH. 

2. (Currently Amended) A compound of formula (I) as defined in claim 
1 wherein R 6 and R 8 are independently selected from hydrogen, Ci-ealkyI and 
C3-7 cycloalkyl; 

R 7 is selected from hydrogen, Ci- 6 alkyl, C 3 -7cycloalkyl, -C(0)R 9 , phenyl, 
naphthyl, hetaryl, and phenyl(CMalkyl)- and R 7 is optionally substituted by 1 
or 2 groups independently selected from halo, hydroxy, d- 6 alkyl, 
d^haloalkyl, C^ alkoxy, -NHC(0)(C 1 ^alkyl), -S0 2 (C 1 _ 6 alkyl), -S0 2 (phenyl), 
-C0 2 H, and -C0 2 (Ci-4aIkyl); 

R14 is selected from the group consisting of halogen, -(CH 2 ) q OR 18 , 
-NR 18 C(0)R 19 , -NR 18 S0 2 R 19 , -S0 2 NR 18 R 19 , -NR 18 R 19 , -OC(0)R 20 , 
-OC(0)NR 18 R 19 , alkyl, -NHR 21 , and R 15 and -NHR 21 together form a 5- or 6- 
membered heterocyclic ring; 
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R i s as d e fin e d abovo oxcopt that R does not roprocont hydrogon; and 
al l oth e r 6ubstitu e nts ar e as d e fin e d for formu l a ( I ) . 

or a salt, solvate or physiologically functional derivative thereof. 

3. (Currently Amended) A compound according to claim 1 or c l aim 2 
wherein R 14 represents hydrogen, halogen, -NR 18 C(0)R 19 , -NR 18 S0 2 R 19 , - 
S0 2 NR 18 R 19 , -NR 18 R 19 , -OC(0)R 20 or OC(0)NR 18 R 19 ; and R 16 represents 
hydrogen, halogen, -OR 18 or -NR 1 ?R 19 . 

4. (Currently Amended) A compound according to claim 1 or c l aim 2 
wherein R 14 represents hydrogen, halogen, -(CH 2 ) q OR 18 , -NR 18 C(0)R 19 , - 
NR 18 S0 2 R 19 , -S0 2 NR 18 R 19 , -NR 18 R 19 , -OC(0)R 20 or OC(0)NR 18 R 19 ; and R 16 
represents hydrogen, halogen, or-NR 18 R 19 . 

5. (Currently Amended) A compound of formula (I) according to claim 1 
any of claims 1 to A wherein R 1 represents -(CH 2 ) p NHC(0)NHR 7 . 

6. (Currently Amended) A compound according to claim 1 any of claims 
1 to 5 wherein p is 0, 1 or 2. 

7. (Currently Amended) A compound of formula ( I ) which is selected 

from: 

A/-[3-(4-{[6-({(2R)-2-[3-(Formylamino)-4-hydroxyphenyl]-2- 

hydroxyethyl}amino)hexyl]oxy}butyl)phenyl]urea; 

A/-[3-(4-{[6-({(2R)-2-[3-(Formylamino)-4-hydroxyphenyl]-2- 

hydroxyethyl}amino)hexyl]oxy}butyl)phenyl]-A/ , -phenylurea; 

A/-[3-(4-{[6-({(2R)-2-[3-(Formylamino)-4-hydroxyphenyl]-2- 

hydroxyethyl}amino)hexyl]oxy}butyl)phenyl]-A/'-pyridin-3-ylurea; 

A/-[3-(4-{[6-({2-hydroxy-2-[5-hydroxy-6-(hydroxymethyl)pyridin-2- 

yl]ethyl}amino)hexyl]oxy}butyl)-5-methylphenyl]urea. 



8 



Applicant Docket No.: PG5019 USw 
International Application No.: PCT/EP2003/012161 



and salts, solvates, and physiologically functional derivatives thereof. 

8. (Currently Amended) A method for the prophylaxis or treatment of a 
clinical condition in a mammal , 6 uch as a human, for which a selective p 2 - 
adrenoreceptor agonist is indicated, which comprises administrating 
adm i n i strat i on of a therapeutically effective amount of a compound of formula 
(I) , ( l a) or ( l b) according to claim 1 any of cla i ms 1 to 7 . or a pharmaceutical^ 
acceptable salt, solvate, or physiologically functional derivative thereof. 

9. (Canceled) 

10. (Currently Amended) A pharmaceutical formulation comprising a 
compound of formula (I) according to claim 1 any of c l a i m s 1 to 7 or a 
pharmaceutical^ acceptable salt, solvate, or physiologically functional 
derivative thereof, and a pharmaceutically acceptable carrier or excipient, and 
optionally one or more other therapeutic ingredients. 

1 1 . (Currently Amended) A combination comprising a compound of 
formula (I) according to claim 1 any of claims 1 to 7 or a pharmaceutically 
acceptable salt, solvate, or physiologically functional derivative thereof, and 
one or more other therapeutic ingredients. 

12. (Original) A combination according to claim 1 1 wherein the other 
therapeutic ingredient is a corticosteroid, an anticholinergic or a PDE4 
inhibitor. 

13. (Canceled) 

14. (Currently Amended) A process for the preparation of a compound 
of formula (I) according to claim 1 any of c lai ms 1 to 7 , or a salt, solvate, or 
physiologically functional derivative thereof, which comprises: 
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(a) d e prot e ction of deprotectinq a protected intermediate , for e xamp le of 



or a salt or solvate thereof, wherein R 1 , R 2 , R 3 , R 4 , R 5 f m, and n are as 
defined for the compound of formula (I), Ar 1a represents an optionally 
protected form of Ar 1 ; and P 1 and P 2 are each independently either hydrogen 
or a protecting group, provided that the compound of formula (II) contains at 
least one protecting group. 

{&) a l ky l ation of an am i ne of formu l a (IX) 



wh e r ei n Ar 4 * is an opt i ona l ly prot e ct e d form of Ar 4 and P 2 i s e ith e r hydrog e n or 
a protoct i ng group, 

w i th a compound of formu l a (X): 



formula (II): 




(II) 



Ar 1a — CHCH 2 NP 2 H 



(IX) 



OH 
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whoro i n rV rV^VrVR * m, and n aro ac dofinod for the compound of 
formu l a ( I ) or ( l a) and L* is a le aving group; 

(g) reduct i on of a compound of formula (X II ): 




-Af^ CI f C I l 2 NP 2 CR 4 R 5 (CI i 2 ) m Q tCUgW - 

OP 1 



wher ei n R 4 ^VRV^VR & , m and n aro ac defined for formula (I), Ar 4 * is an 
opt i onal l y prot e ct e d form of Ar*, and P*and P^aro oach independ e ntly 
hydrog e n or a prot e ct i ng group as d e fin e d abov e ; 

{d) r e act i ng a compound of formula (XVI): 

-At^ — c i i c i i 2 l 4 (XV I ) ' 

OP 1 

wh e r ei n Ar 4 * i s an optional l y prot e cted form of ArV aftd-R 4 ' 6 hydrog e n or a 
prot e ct i ng group.and L 4 i s a l e av i ng group as d e f i n e d a bov e for groups L lA of 
a compound of formu l a (XV I I): 

Ar 1a 



(XV I I) * 



wh e r ei n Ar 4 * i s as h e r ei nb e for e d e fin e d with an am i n e of formula (XV I I I ): 



n 
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—P*\ I NCR 4 R 5 < 



0 (C " 2)n 



(XV I I I > i 



wh e r ei n RV R a r-R^r^ 4 r^^r-R ^ m and n ar e as d e fined for formu l a ( II ); or 
{e) r e mova l of a ch i ra l aux i liary from a compound of formula (Ma): 



wh e r e in R 4 — R 5 , m and n ar e as d e f i n e d for formu l a ( I ), Ar 4 * and P 4 ar e as 
d e fin e d for formu l a (I I ) e ach i nd e p e nd e ntly r e pr e s e nt hydrog e n or a prot e cting 
group and R 2 * roprosontc o chiral auxil i ary. 

optionally followed by one or more of the following steps in any order selected 
from the group consisting of : 

(i) opt i onal r e mova l of removing any protecting groups; 

(ii) opt i onal s e parat i on of separating an enantiomer from a mixture 
of enantiomers; and 

(iii) opt i ona l conv e rs i on of converting the product to a 
corresponding salt, solvate, or physiologically functional derivative thereof. 

15. (New) A compound of formula (I) according to claim 1 , wherein n 
ranges from 3 to 7. 



— Af 22 C I I CI l 2 NR CT CR 4 R B (CI l 2 ) m O— (Cff ^ 

OP 1 




R 



(lla) 
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16. (New) A compound of formula (I) according to claim 1, wherein 
m + n ranges from 5 to 12. 

17. (New) A compound of formula (I) according to claim 1, wherein p 
ranges from 0 to 6. 

18. (New) A compound of formula (I) according to claim 1 , wherein R 20 
represents a phenyl group. 

19. (New) A compound of formula (I) according to claim 1 , wherein R 20 is 
a naphthyl group. 

20. (New) A method according to claim 8, wherein the mammal is a 
human. 

21. (New) A method according to claim 8, wherein the clinical condition 
is asthma. 

22. (New) A method according to claim 8, wherein the clinical condition 
is COPD. 

23. (New) A process for the preparation of a compound of formula (I) 
according to claim 1, or a salt, solvate, or physiologically functional derivative 
thereof, which comprises: 

alkylating an amine of formula (IX) 

Ar 1a — CHChLNP 2 H (IX) 

I 

OH 

wherein Ar 1a is an optionally protected form of Ar 1 and P 2 is either hydrogen or 
a protecting group, 
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with a compound of formula (X): 



R 2 



L 1 CR 4 R 5 (CH 2 ) m — O— (CH 2 ), 



R 1 



2'n 



\ // w 



wherein R 1 , R 2 , R 3 , R 4 , R 5 , m, and n are as defined for the compound of 
formula (I) and L 1 is a leaving group; 

optionally followed by one or more of the following steps in any 
order selected from the group consisting of: 

(i) removing any protecting groups; 

(ii) separating an enantiomer from a mixture of enantiomers; and 

(iii) converting the product to a corresponding salt, solvate, or 
physiologically functional derivative thereof. 

24. (New) A process for the preparation of a compound of formula (I) 
according to claim 1, or a salt, solvate, or physiologically functional derivative 
thereof, which comprises: 

reducing a compound of formula (XII): 




Ar 1a CHCH 2 NP 2 CR 4 R 5 (CH 2 ) m — O — ( CH 2 >n-2 

I X ~K / (XII) 

OP 1 



wherein R 1 , R 2 , R 3 , R 4 , R 5 , m and n are as defined for formula (I), Ar 1a is an 
optionally protected form of Ar 1 , and P 1 and P 2 are each independently 
hydrogen or a protecting group; 
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optionally followed by one or more of the following steps in any 
order selected from the group consisting of: 

(i) removing any protecting groups; 

(ii) separating an enantiomer from a mixture of enantiomers; and 
(Hi) converting the product to a corresponding salt, solvate, or 

physiologically functional derivative thereof. 



25. (New) A process for the preparation of a compound of formula (I) 
according to claim 1, or a salt, solvate, or physiologically functional derivative 
thereof, which comprises: 

reacting a compound of formula (XVI): 

OP 1 

wherein Ar 1a is an optionally protected form of Ar 1 , and P 1 is hydrogen or a 
protecting group, and L 4 is a leaving group or a compound of formula (XVII): 



Ar 1a . 



T7 

o 



(XVII) 



wherein Ar 1a is as hereinbefore defined with an amine of formula (XVIII): 



P 2 HNCR 4 R 5 (CH 2 ) m — o— (CH 2 )„ <^ ^> 

R 3 




R 1 



(XVIII) 
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wherein R 1 , R 2 , R 3 , R 4 , R 5 , m and n are as defined for formula (I) and P 2 is 
hydrogen or a protecting group; or 

optionally followed by one or more of the following steps in any 
order selected from the group consisting of: 

(i) removing any protecting groups; 

(ii) separating an enantiomer from a mixture of enantiomers; and 

(iii) converting the product to a corresponding salt, solvate, or 
physiologically functional derivative thereof. 

26. (New) A process for the preparation of a compound of formula (I) 
according to claim 1, or a salt, solvate, or physiologically functional derivative 
thereof, which comprises: 

removal of a chiral auxiliary from a compound of formula (lla): 



Ar 1a — CHCH 2 NR 28 CR 4 R 5 (CH 2 ) m O— (CH 2 ) n - 

OP 1 ' 

(Ma) 

wherein R 1 , R 2 , R 3 , R 4 , R 5 , m and n are as defined for formula (I), Ar 1a and P 1 
each independently represent hydrogen or a protecting group and R 28 
represents a chiral auxiliary 

optionally followed by one or more of the following steps in any 
order selected from the group consisting of: 

(i) removing any protecting groups; 

(ii) separating an enantiomer from a mixture of enantiomers; and 

(iii) converting the product to a corresponding salt, solvate, or 
physiologically functional derivative thereof. 
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